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AB The present invention provides a compound having a formula: I [Rl = alkyl, 
-CH2 (0C2H4)0Me, and (OC2H4)OCH3; n = 0-4; Olig = L-O-PAG- ( R2 ) q; L = 
optional linker moiety CH20, CH20X, OX, CO, COX, NH, NHCO, XNHCO, NHCOX, 
CONH, CONHX, group Q; X = Cl-6 alkyl, bond; Y = N, O, bond; R3 = Cl-6 



alkyl; PAG = linear or branched polyalkylene glycol moiety; R2 = Cl-22 
alkyl capping moiety if X is present or C2-22 alkyl capping moiety if X is 
not present; q = 1 to maximum number of branches on PAG; m = 1-5] . Thus, 
reaction of oligoethylene glycol mesylate MeS020 (CH2CH20) 4Me with 
4-benzyloxyphenol, followed by hydrogenolysis of the benzyl group, 
activation with 4-nitrophenyl chlorof ormate, and reaction with 
leucine-enkephalin or human insulin gave prodrugs II (R = leucine 
enkephalin or insulin residue). Hydrolysis studies of the prepared prodrugs 
by carboxylesterase and in rat plasma are given. 

IT 845910-83-0DP, tyrosine side chain conjugates with human insulin 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 

(preparation of aryl carbamate oligomers for hydrolyzable prodrugs and 
prodrugs comprising same) 

RN 845910-83-0 CAPLUS 

CN 2, 5, 8, 11, 14-Pentaoxa-16-azaoctadecan-18-oic acid, 17- [ (4- 

hydroxyphenyl) methyl] -15-oxo-, methyl ester, (17S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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prodrugs comprising same) 
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CN 2, 5, 8, 11, 14-Pentaoxa-16-azaoctadecan-18-oic acid, 17- [(4- 

hydroxyphenyl) methyl] -15-oxo-, methyl ester, (17S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 5,8, ll-Trioxa-3-azatricosanoic acid, 2- [ ( 4 -hydroxyphenyl ) methyl ] -4-oxo- , 
methyl ester, (2S)- (9CI) (CA INDEX NAME) 
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AB The objective of this work was to synthesize the cyclic prodrugs I and II 
of [Leu5] -enkephalin (H-Tyr-Gly-Gly-Phe-Leu-OH) and DADLE 
(H-Tyr-D-Ala-Gly-Phe-D-Leu-OH) , resp., using an (acyloxy ) al koxy linker. 
The cyclic prodrugs I and II were synthesized via a convergent method 
using the (acyloxy) alkoxy pro-moiety that connected the C- and N-terminus 
of the peptides. The cyclic prodrugs I and II exhibited Stokes-Einstein 
mol. radii similar to those of [Leu5 ] -enkephalin and DADLE; however, the 
cyclic prodrugs were shown to be significantly more lipophilic than the 
corresponding opioid peptides, as determined by partitioning expts. using 
immobilized artificial membrane (IAM) column chromatog. In addition, the 
cyclic prodrugs exhibit stable solution conformations, which reduce their 
hydrogen bonding potentials. Based on these physicochem. characteristics, 
the cyclic prodrugs I and II should have exhibited better transcellular 
flux across the Caco-2 cell monolayer than [Leu5] -enkephalin and DADLE, 
resp. However, the cyclic prodrugs I and II were shown in sep. studies to 
be substrates for P-glycoprotein, which significantly reduced their 
ability. to permeate across Caco-2 cell monolayers. When P-glycoprotein 
was inhibited, the permeability characteristics of prodrugs I and II were 
consistent with their physicochem. properties. 
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CN L-Tyrosine, N- [ (hydroxymethoxy ) carbonyl ] - , 1, 1-dimethylethyl ester, 
a-ester with N- [ (phenylmethoxy ) carbonyl ] -L-leucine (9CI) (CA INDEX 
NAME) 
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RN 236426-32-7 CAPLUS 

CN L-Tyrosine, N- [ (hydroxymethoxy ) carbonyl ] -, 1 , 1-dimethylethyl ester, 
ct-ester with N- [ (phenylmethoxy ) carbonyl] -D-leucine (9CI) {CA INDEX 
NAME) 

Absolute stereochemistry. 
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CN L-Tyrosine, N- [ {hydroxymethoxy ) carbonyl ]- , a-ester with 

N- [ (phenylmethoxy) carbonyl] -L-leucine (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tyrosine, N- [ (hydroxymethoxy ) carbonyl ] a-ester with 

N- [ (phenylmethoxy) carbonyl] -D-leucine (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB 
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Tyrosine and glutamic acid were fixed by their NH2 groups onto 
oligomethacrylic supports through a urethane function. Polyf unctional 
products able to act as precursors for networks are obtained. Thus, 
fixation products I (R = CH2C6H40H-p, CH2CH2C02Me; n = 1, 2, 3) were 
prepared by treating chlorof ormates II with H2NCHRC02Me. 
102039-89-4P 102039-90-7P 102059-99-4P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
102039-89-4 CAPLUS 

L-Tyrosine, N- [ ( 3-methoxy-2-methylpropoxy ) carbonyl] -, methyl ester ( 9CI ) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 102039-90-7 CAPLUS 

CN 5, ll-Dioxa-3, 13-diazapentadecanedioic acid, 2,14-bis[(4- 

hydroxyphenyl) methyl] -7- (methoxymethyl ) -7, 9-dimethyl-4 , 12-dioxo-, dimethyl 
ester (9CI) (CA INDEX NAME) 
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RN 102059-99-4 CAPLUS 

CN 5, 13-Dioxa-3, 15-diazaheptadecanedioic acid, 2,16-bis[(4- 

hydroxyphenyl) methyl] -9- [ [ [ [ [1- [ ( 4 -hydroxyphenyl ) methyl ] -2-methoxy-2- 
oxoethyl] amino] carbonyl] oxy]methyl] -7- (methoxymethyl ) -7, 9, 1 1-trimethyl- 
4,14-dioxo-, dimethyl ester (9CI) (CA INDEX NAME) 
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chain nodes : 

7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 27 

28 29 30 
ring nodes : 

1 2 3 4 5 6 
chain bonds : 

1-7 2-24 3-23 4-16 5-22 6-21 7-8 7-18 7-19 . 8-9 8-10 8-20 9-12 
9-25 10-11 10-14 11-27 12-13 12-15 13-28 16-17' 28-29 29-30 

ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 

exact/norm bonds : 

4-16 8-9 9-12 10-11 10-14 11-27 12-13 12-15 13-28 28-29 29-30 
exact bonds : 

1-7 2-24 3-23 5-22 6-21 7-8 7-18 7-19 8-10 8-20 9-25 16-17 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 
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